Abstract
Introduction
Epilepsy is a common disorder of the brain. It affects 50 million people worldwide [1] . China has about 9 million patients with epilepsy [2] . Approximately 70% epilepsy patients could attain long-term remission using currently available antiepileptic drugs (AEDs) [3] . For the most definitely diagnosed epilepsy patients, long-term treatment with AEDs is needed [4] . Monotherapy is generally recognized as the first-line treatment option for newly diagnosed patients [5, 6] . Choosing the correct or better AED may provide early relief, alleviate or reduce adverse effects, improve prognosis, and reduce financial burden in affected patients. Hence it is essential to compare long-term effectiveness of usual AEDs for monotherapy. Although there are numerous randomized controlled trials (RCTs) for evidence-based medicine [6] , clinically relevant information from numerous treatment options given by fixed-dose regulatory studies is limited and the results are difficult to transfer to general practice [7] [8] [9] [10] . The American Academy of Neurology (AAN) and International League Against Epilepsy (ILAE) Commission have recommended more meaningful long-term comparative trials that are representative of real-world clinical practices [10] [11] [12] . Epilepsy registries that were developed during the past years provide "real world" clinical practice data from prospective cohort observational studies [13] [14] [15] .
Well-designed long-term clinical trials with head-to-head comparisons may provide answers to questions such as how to ensure and maintain efficacy of a new treatment over months or years and compare the long-term adverse effects of these drugs [7] . Studies have increasingly been focusing on observational studies in a real-world clinical practice setting [7] [8] [9] [16] [17] [18] . However, there are only a few studies that compare long-term treatment outcomes of AEDs as a monotherapy in epilepsy patients. For newly diagnosed epilepsy patients, the Glasgow Epilepsy Unit [19] compared the long-term pharmacological outcomes between carbamazepine (CBZ), valproate (VPA), and lamotrigine (LTG). Hu et al. (2011) [17] compared long-term effectiveness of CBZ and VPA in newly diagnosed patients with focal seizures. In another comparative study, Hu et al. (2012) [18] reported the long-term outcomes of VPA (sustained-release formulation) and topiramate (TPM) in patients with generalized or focal seizures. As a large-scale pragmatic RCT, the SANAD study compared the long-term outcomes of AEDs for monotherapy of epilepsy patients [20, 21] . Other observational pragmatic studies [8, 9, 22] compared two or three AEDs not merely for monotherapy.
There is an alarming dearth of comparative studies on long-term outcomes of AEDs in adult patients with focal epilepsy. This long-term outcome research was a prospective cohort study in adult patients with focal epilepsy registered in Wenzhou Epilepsy Follow Up Registry Database (WEFURD) to evaluate and compare long-term outcomes of monotherapy with CBZ, VPA, LTG, TPM, and oxcarbazepine (OXC) by individualized selections for monotherapy in a clinical practice setting.
Methods

Registry setup
Epilepsy Long-term Follow Up Registry Study (ELFURS) was a prospective, observational study for epilepsy patients in routine clinical practice, ELFURS was established at Epilepsy Unit in The First Affiliated Hospital of Wenzhou Medical University in January 2003. The study, in which signing of informed consent was waived off, was approved by the clinical research ethics committee of The First Affiliated Hospital of Wenzhou Medical University and registered in The World Health Organization (WHO) Registry Network (registration number: ChiCTR-OCH-14004616). WEFURD was established simultaneously to record, save, and process the register data. Covering a total population of nearly 10 million from Wenzhou and surrounding areas, WEFURD is the largest epilepsy database in Zhejiang Province, China. By March 2014, WEFURD has enrolled 3305 epilepsy patients.
After being definitely diagnosed with epilepsy for the first time, the patients were informed verbally about the nature of ELFURS and willingly to be recruited and the information recorded in WEFURD included patient demographics, age at onset, specific clinical manifestations of seizures, the number of seizures one year before medication, medication history about previous antiepileptic treatment, mental development situation, antecedents (history of febrile convulsions, cerebral trauma, cerebral infection, brain tumor, cerebrovascular disorders, cerebral immunologic disorders, developmental anomalies of cerebral structure, and other related neurologic conditions [23] Under the guidance for standardized recommendations [25, 26] , Dr Zheng and Dr Xu chose AEDs on the basis of individual patient conditions [27] . Doses were optimized according to recommended programs and personal reactions [28] . Patients were followed up (as outpatients) every 1-3 months. Seizures were recorded in diaries by the patients or their families under the supervision of the physicians and estimated by the specialists. Important information considering prognosis and treatment effectiveness was updated in the following visits. If the patients did not visit the outpatient clinic over 6 months, we tried to contact them telephonically or via letters to encourage them to make an outpatient clinic visit. The patients were considered as lost to follow-up if the contacts were lost for more than one year. Designated two researchers to maintained WEFURD, filled information for timely update of records, and reminded the patients for monthly follow-up, if needed.
This study protocol
This prospective cohort study was derived from ELFURS and the procedure was the same as mentioned above. The patients' inclusion criteria, outcome evaluation, and analysis in detail were as follows.
Patients. The patients who were recorded from January 2004 to June 2012 in WEFURD were enrolled in this study. The last follow-up visit was in June 2013. The inclusion criteria was as follows: (1) firstly definitely diagnosed focal epilepsy patients according to classification of epileptic seizures and syndromes proposed by ILAE in 1981 and 1989 [29, 30] ; (2) patients with diagnosed age !16 years; (3) patients who had at least two unprovoked seizures within a year before medication; (4) patients with irregular medication (before treatment in our epilepsy unit, the patients took inappropriate drugs which lack of the highest level of evidence for epilepsy/seizures [31] or without a documented attempt to titrate the dose to a target clinically effective dose range [28] even if taking an appropriate AED, and the patients should stopped medication at least for two weeks.) or without antiepileptic medication in the first visit in our unit, or those who just began to take AEDs within 4 weeks in other hospitals; (5) patients prescribed with monotherapy of one of the five AEDs: CBZ, VPA (sustained-release formulation), LTG, TPM, and OXC, all of the AEDs were immediate-release formulations except VPA. The exclusion criteria included the following: (1) patients who did not cooperate with nor had difficulty in recording seizures; (2) patients who took one AED for more than four weeks in other hospitals and were prescribed with the same AED at the first visit in our unit; (3) idiopathic focal epilepsy patients at onset in children or juvenile.
Outcome measures. The primary outcome of this study was time to treatment failure during three years after being prescribed with AEDs. The retention rates were calculated and the causes of treatment failure were also explored. The secondary outcomes were time to seizure remission in three years after initial target doses (ITDs) of AEDs, time to first seizure in three years after ITDs, and maximum maintenance doses (MMDs) of AEDs. The tolerability outcome was the incidence of AEs during three years after being prescribed with AEDs, which was assessed using the formula below: the number of AEs that occurred in a time period (more than one AE occurred in one patient were accumulated) divided by the number of patients taking AEDs in that period.
Outcome measure definition.
(1) Treatment failure: discontinuation of the original AEDs, addition or replacement by another AED, undergo surgery, death caused by seizures; (2) causes of treatment failure: lack of efficacy (LE), AEs, and others (pregnancy, poor economic conditions, non-compliance (discontinuation of AEDs by themselves with a single discontinuation time of ! two weeks), deaths related to seizures); (3) seizure remission: "freedom from seizures for a minimum of three times the longest pre-intervention interseizure interval (determined from seizures occurring within the past 12 months) or 12 months, whichever is longer" proposed by ILAE commission [31] ; (4) ITD and MMD: the daily doses which specialists planned to titrate to and maintain for at least for one visit (4 weeks) were defined as ITDs. The maximum daily doses that specialists prescribed as clinically effective and appropriate and maintain for more than 4 weeks, and with which the patients could tolerate were defined as MMDs. Two weeks after being prescribed with ITDs and MMDs, the patients were regarded as achieving ITDs and MMDs according to the pharmacokinetics of the five AEDs [32] studied in this report.
Statistical analysis. SPSS17.0 for Windows was used to perform all statistical analysis. Continuous variables of skewness distribution were summarized using the median, interquartile range (IQR), and range. Categorical variables were summarized using counts and percentages. Retention rate and seizure remission rate were estimated using Kaplan-Meier survival analysis.
The baseline demographic and clinical characteristics of different AEDs groups may not be balanced because specialists chose AEDs individually [27] . Selection bias could not be avoided in comparing effectiveness of AEDs in clinical practice. Therefore potential confounding factors should be excluded in using Cox regression model during multivariate analysis, allowing for a more scientific comparison of different AEDs [18, 33] . Cox proportional hazards models (95% confidence interval [CI] ) were employed to analyze the hazard ratios (HRs). The confounding factors analyzed are listed in Table 1 . In analyzing time to first seizure after ITDs, the factor of PDD/DDD ratio was excluded from adjusting for potential confounding factors. Kruskal-Wallis H test was used to compare the overall distribution of PDD/DDD ratios. Chisquare test was used to compare the incidences of AEs, and the other outcome measures were compared using Cox regression model.
Intention-to-treat (ITT)
analysis was used to analyze the primary and tolerability outcome, and primary outcome was also analyzed using per-protocol (PP) analysis whose population was defined as the remaining one after excluding patients who were lost to follow-up before treatment failure in ITT analysis(The analysis population is shown in Fig 1) . The censored patients in Kaplan-Meier analysis and Cox regression were defined as follows: patients who were lost to follow-up, or died but whose death were not related to AED medication before their outcomes (treatment failure, seizure remission, and first seizure) were observed and the outcomes were still not observed at the last visit of this study (for primary and secondary outcomes) or when treatment failure occurred (only for secondary outcomes). The statistical significance level was set at P = 0.05 using two-sided tests. (15) 21 (14) 23 (20) 26 (17) 25 (22) Results a patients missing outcome data: patients who did not complete effectiveness/safety assessment at least for one time after being prescribed with AEDs; b patients with poor compliance: patients who discontinued AEDs by themselves with a single discontinuing time less than two weeks but the accumulated one >20% of the total observational period. Patients who did not take AEDs according to the prescribed doses and the doses they took were also lower than the initial target doses (ITDs); c Lost: lost to follow-up before treatment failure; 
Baseline characteristics
Outcome measures
Time to treatment failure. In the ITT analysis, the retention rates of CBZ, VPA, LTG, TPM, and OXC at the third year were 36.1%, 32.4%, 57.6%, 37.9%, and 41.8%, respectively (Fig 2A) . For time to treatment failure, after adjustment for potential confounders by Cox proportional hazards models, LTG was significantly better than CBZ, VPA, and TPM (LTG vs. Causes of treatment failure. This treatment failure also occurred less in OXC than VPA (0.81 [0.68-0.97]) leading to lower retention rate of VPA. No statistical differences were found between other pairwise comparisons (Fig 2C) . Cox regression analysis also showed that LTG and OXC had higher retention rates than VPA for lower proportion of treatment failure due to LE (LTG vs. VPA, 0.59 [0.37-0.94]; OXC vs. VPA, 0.82 [0.72-0.95]), and there were no significant differences between other pair-wise comparisons of AEDs (Fig 2D) .
Time to seizure remission. After titrating to ITDs of AEDs, there was one patient who could not be observed for 12 months till last follow-up visit, so he was observed for more time till 12 months to meet the requirements to assess seizure remission. The seizure remission rates were 63.0%, 77.0%, 83.6%, 67.9%, and 75.3% for CBZ, VPA, LTG, TPM, and OXC after achieving ITDs in three years, respectively (Fig 3A) . By Cox regression analysis, LTG was more likely to have a seizure remission than both CBZ and OXC (LTG vs (Fig 3B) .
Time to first seizure. By Cox regression analysis, after titrating to ITDs, LTG was more effective in preventing first seizures than OXC (OXC vs. LTG, 1.20 [1.02-1.40]). Pair-wise comparisons showed no other differences (Fig 3C) . After MMDs were attained, no significant differences were found between each AED (Fig 3D) .
Tolerability. Overall, in terms of the percentage of patients with at least one AE in the 3-year observation period, CBZ was higher than VPA, LTG, and OXC (all P<0.05), and other paired comparisons showed no significant differences (Fig 4) . Table 3 shows the AEs of each AED during three years. The neuropsychiatric symptoms whose common individual ones included dizziness/vertigo, memory deterioration, and insomnia were the most common in the five AEDs. For the individual symptoms, rash was a common early phase symptom with CBZ, LTG, and OXC; gastrointestinal reactions were very prevalent in each individual drug; liver dysfunction was a common AE of CBZ and VPA. Other common AEs were cytopenia (common with CBZ and VPA), weight change (common with VPA and TPM), kidney calculus (common with TPM), numbness (common with TPM), and tremor (common with VPA). In the first month (early phase), the AE incidence of VPA was the lowest, significantly lower than other four drugs (VPA vs. CBZ/LTG, P<0.01; VPA vs. TPM/OXC, P<0.05). The AE incidence of OXC was lower than that of CBZ (P<0.05), which was the highest in the early phase, and there were no significant difference between other pairwise comparisons. In 2-6 months (medium-term), the AE incidence of CBZ was the highest, significantly higher than that of VPA, LTG, and OXC (all P<0.01), and the one of TPM was also higher than that of LTG (P<0.05). No other paired comparisons of medium-term AE incidence showed a significant difference. In the 7-36 month interval (long-term), the AE incidence of TPM was the highest, all significantly higher than that of other drugs (TPM vs. VPA/LTG/OXC, P<0.01; TPM vs. CBZ, P<0.05) (Fig 4) . 
Discussion
Studies from registries and RCTs had important and complementary effects in evaluating patient outcomes [34] . Epilepsy and pregnancy registries performed internationally were excellent works so far [35] ; discovering a number of teratogenic effects of AEDs on human beings and changing patterns of AED use in pregnant women, thereby benefitting them [36] . Some findings were also published by UK AED Register [13, 15] . Our prospective cohort study fills the vacancy with evidence of comparisons between five common AEDs regarding long-term outcomes in real-world practice, making sense for selection of AEDs as monotherapy for adult focal epilepsy patients. As recommended, AED study design should be performed in real-world settings, providing comprehensive measures of effectiveness, efficacy, and tolerability [10] . This prospective cohort study basically conformed to the above requirements with adult focal epilepsy patients as the study objects receiving monotherapy in routine clinical practice could stand for population from Wenzhou and surrounding areas and significant clinical comprehensive measures with long-term epilepsy follow-up outcomes were employed.
For time to treatment failure, we found that LTG was less likely than CBZ, VPA, and TPM to have treatment failure. OXC was also less likely than VPA to fail in ITT analysis. SANAD study [20] found that LTG was less likely to be withdrawn than CBZ and TPM, OXC showed a similar performance in this aspect with LTG and TPM, and CBZ was similar to TPM too. An observational study performed by Hu et al. (2011) [17] did not find significant difference of retention rates between CBZ and VPA as the initial monotherapy in patients with newly diagnosed focal seizures. Those findings [17, 20] were consistent with our findings. Another study reported by Hu et al. (2012) [18] showed that VPA was better than TPM for time to treatment failure in treating patients with focal and generalized tonic-clonic seizures (GTCS). It was potentially related to idiopathic epilepsy patients with only GTCS, who were more suitable to VPA treatment [5, 21] . Consequently, the retention of VPA was increased in the study by Hu et al. (2012) [18] .
AEs and LE were the main reasons for treatment failure of AEDs; their performances varied according to different drugs. LTG was better than CBZ, VPA, and TPM for rarely had treatment failure due to AEs in our study. OXC was also less likely to produce this treatment failure than VPA. Hu et al. reported VPA had similar performance with TPM [18] or CBZ [17] for treatment failure because of AEs. LTG was less likely than CBZ and TPM to fail because of AEs in SANAD study [21] . The mentioned results above [7, 9, 17, 18, 20] were in accordance with our results. This study also showed that VPA was more likely than LTG and OXC to fail for LE, while no significant differences were observed between other paired comparisons. This finding seemed to contrast with observational studies, in which VPA was less likely than CBZ [17] and TPM [18] to have this treatment failure. However, the value was nearly identical, with P = 0.047 compared with CBZ [17] . On comparing VPA to TPM, idiopathic epilepsy patients with GTCS only were included [18] . The superior efficacy of VPA in treating this type of patients than focal epilepsy patients [19] led to the difference between Hu et al. (2012) study [18] and our study. SANAD study [20] showed that TPM was more likely than CBZ to fail because of LE. This result from an RCT [20] was not consistent with our study results. Comparative Long-Term Outcome of AEDs as Monotherapy As Mohanraj and Brodie [37] had pointed out, one potential deficiency in newly diagnosed epilepsy was excluding the possibility that any difference, which was caused by differences in titration schedules or maintenance dosing, between the standard and new drugs in terms of time to first seizure. Our study took into consideration their points of view [37] to observe the first seizure after being titrated with ITDs and MMDs. After being titrated to ITDs, OXC was more likely to have first seizure than LTG. It could be because the conservative ITDs caused by limited tolerability of a part of patients on OXC took leading OXC to be less effective to prevent Comparative Long-Term Outcome of AEDs as Monotherapy first seizure than LTG in our study. After being titrated to MMDs, our report found that AEDs showed no significant difference to each other, suggesting that each AED could be obtained similar performance in preventing first seizure as long as MMDs were attained. In the initial phase of medication, AEDs should be titrated to ITDs, causing unsteady effective blood concentration during the titration course. Therefore, it was improper to evaluate time from the beginning of medication to seizure remission. Just as ILAE pointed out, the outcome of intervention should be evaluated at adequate strength/dosage for sufficient duration [31] . Our study evaluated time to seizure remission after ITDs and the new definition of seizure remission of unequivocal effects of intervention in drug-resistant epilepsy [31] was adopted. According to this definition [31] , we found that LTG was more effective than CBZ and OXC to have seizure remission. Previous study performed showed that VPA had similar time to 12-month remission with TPM [18] , and SANAD study [20] did not show any difference between CBZ, LTG, TPM, and OXC in this regard. What called for special attention was that the percentage of 12-month remission of LTG showed inferiority to superiority than CBZ as time progress [20] , demonstrating the possibility of a better performance on seizure remission than CBZ. Glasgow epilepsy unit [19] also found that LTG had higher 12-month seizure freedom rate than CBZ for focal epilepsy patients. This result [19] was consistent with our findings. This study also found that OXC, which was derived from CBZ and maintain equal efficacy [38] , was less likely to have seizure remission than LTG, showing better ability to have remission of LTG than CBZ on the other side.
Treatment-related adverse effects strongly correlated with quality of life of patients [39] . The success or failure of a drug was mainly determined by its side effect profile [9] and the most important outcome measure was withdrawal of a drug for intolerable or fatal side effects [37] . The incidence of AEs in CBZ was the highest in three years, but the percentage of patients who discontinued treatments because of AEs was equal to VPA and TPM. This obviously resulted not from the highest treatment failure rate of patients with AEs who took CBZ, while more patients with AEs taking TPM or VPA were more likely to have their treatment discontinued (S1 Table) . On the whole, LTG showed the best safety excluding rash, OXC had better tolerability than CBZ. In long-term phase, TPM had the highest AE incidence, AEs including kidney calculus and cognitive impairments should be paid attention to while using TPM [9, 40] .
Our data, which was extracted from ELFURS with relative loose inclusion and exclusion criteria, was well representative of general patients in clinical practice and its analysis results showed strong external applicability/validity. Ours was a meaningful work, as UK AED Register [13] pointed out that the register cannot replace an RCT, but the body of evidence of the burden on AEDs can be added by a register, and the information from the registers was valuable and perhaps even more applicable for the AEDs used reflecting the current clinical practice. We will continue to give trail reports about research results of our unit in the subsequent studies.
Limitations
The lack of randomization of an observational cohort study may increase the risk of imbalance across treatment groups in important variables. To compensate for this disadvantage, Cox regression models were used to adjust for as many potential confounders as possible. It had been reported that dosing titration speed would have an effect on discontinuation of treatment [41] . As all the patients were treated by the only two specialists and the dosage titration speed was strictly referred to the recommendation, the dosing schedules could be relatively homogenous.
It might raise doubt that prior exposure would influence which medication was selected and the seizure outcome could be quite different if a specific medication was used as a first-line or second-line agent for around 43% of the patients who had a history of irregular treatment. But most of them took Chinese traditional medicines, even some medicines were adulterated with inconstant content of standard AEDs (phenytoin or phenobarbital) illegally [42] . Furthermore, though appropriate AEDs had been chosen by a substantial part of these patients, the quite low dose that had been taken could not evaluate the efficacy. It would not influence the decision making in the subsequent treatment that the first monotherapy could be considered as for these patients.
In prospective registry studies, patients were easily lost to follow-up because of the long observation period [17, 18, 43] . We took active measures to try to connect with patients to solve this problem, whereas a quite proportion (accounting for 20.3% of the total patients) lost inevitably. The PP analysis was performed to find the influence of the lost patients on the results. Though it should be treated with caution that the PP analysis didn't show significant difference between OXC and VPA for primary outcomes, the other pairwised comparisons in PP analysis had similar results with that in the ITT analysis.
Though relative smaller sample size of TPM comparing to the other groups, it was verified that 85% or 90% power still could be achieved at 0.05 significance level to detect a hazard ratio of 1.52 in pair-wise comparisons according to the formula proposed by Hsieh and Lavori [44] .
Conclusion
This prospective cohort study shows the comprehensive evaluation for monotherapy outcomes of five AEDs in adult focal epilepsy patients during three years' follow-up. The findings suggest that LTG is the best, OXC better than VPA only, while VPA is the worst; the others were equivalent for comparisons between five AEDs regarding the long-term treatment outcomes of monotherapy for those patients in clinical practice. It has been proved that LTG is an appropriate first choice, others are reservation in the first-line drugs but VPA not because of lacking long-term effectiveness. The evidence from this study provides some inferences for selecting drugs in monotherapy for adult patients with focal epilepsy in daily clinical practice. 
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